PCT 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 



INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification 6 : 

B29C 51/04, A61L 27/00, B29D 23/20 // 
B29K 27:18 



Al 



(11) Internationa] Publication Number: WO 95/05277 

(43) International Publication Date: 23 February 1995 (23.02.95) 



(21) International Application Number: PCT/US94/04917 

(22) International Filing Date: 4 May 1994 (04.05.94) 



(30) Priority Data: 

08/108,960 



18 August 1993 (18.08.93) 



US 



(71) Applicant: W.L GORE & ASSOCIATES, INC. [US/US]; P.O. 
Box 9206, 551 Paper Mill Road, Newark, DE 19714 (US). 

(?2) Inventors: HOUSE, Wayne, D.; 7650 N. Snowbowl Road, 
Flagstaff, AZ 86001 (US). MOLL, Kenneth, W.; HC75, 
Box 2529, Camp Verde, AZ 86322 (US). ZUKOWSKI, 
Stamslaw, L.; 6275 Townsend Winona Road, Flagstaff, AZ 
86004 (US). 

(74) Agents: JOHNS, David, J, et al.; W.L. Gore & Associates, Inc., 
P.O. Box 9206, 551 Paper Mill Road, Newark, DE 19714 

(US). 



(81) Designated States: AT, AU, BB, BG, BR, BY, CA, CH, CN, 
CZ, DE, DK, ES, Fl GB, HU, JP, KP, KR, KZ, LK, LU, 
MG, MN, MW, NL, NO, NZ, PL, PT, RO, RU, SD, SE, 
SK, UA VN, European patent (AT, BE, CH, DE DK, ES, 
FR, GB, GR, IE, IT, LU, MC, NL, PT. SE). 



Published 

With international search report 



(54) Title: A THIN- WALL, SEAMLESS, POROUS POLYTETRAFLUOROETHYLENE TUBE 

(57) Abstract 

A seamless tube (25) of porous polytetrafluoroethy- 
lene having a microstructure of nodes (31) interconnected 
by fibrils (33, 35, 39) and having a wall thickness of less 
than about 0.20 mm. 




i HIS PAGE BLANK iuspio, 



FOR THE PURPOSES OP INFORMATION ONLY 



Codes used to identify Scales party to the PCT on the front pages of pamphlets publishing international 
applications under the PCT. 



AT 


AaJtri* 


GB 




MB 


Manritania 


AU 


AuJtralii 


GB 


Georgia 


MW 


Malawi 


BB 


Banados 


GN 


Gmaea 


NE 




BE 




GB 


Greece 


NL 




BF 


Bui Una Ftso 


HD 


ttiagary 


NO 




BG 


Balgsia 


IB 




NZ 


NeVziealaad 


BJ 


Beoia 


FT 


taty 


PL 


Poland 


Bft 


Brazil 


JP 




PT 


Parings! 


BY 


BeUns 


KB 


Kenya 


BO 




CA 




KG 


Kyrgynaa 


KU 


Rnwiin FedorxboB 


CP 


Cesxral Africaa Rciadilk. 


KP 


Democratic People's Rcpobnc 


SD 


Sodaa 


CG 


Congo 




of Korea 


SB 


Swede* 


CH 


Switzerland 


KK 


PffflaYlir of Korea 


SI 


Slovenia 


ci 


Cote d'hoire 


KZ 




SK 


Slovakia 


CM 


Cameroon 


U 




SN 


Senegal 


CN 


Coma 


LK 


Sri Lanka 


TD 


Cbad 


CS 


Czccbotlovataa 


LU 


LlUOUlHUg 


TG 




CZ 


Ciacfa RcfxAttc 


LV 


Latvia 


TJ 




DC 


Geuiuuy 


MC 


Monaco 


TT 


Trinidad and Tobago 


DK 




MD 


^ »~ - — # * * ■ * 

T'" Cm muHTTl 


OA 


Ukraine 


BS 


Sptia 


MG 




OS 


United States of Ame 


FI 


Rnlmd 


ML 


MaH*"" 


oz 


Uzbekxtfan 


Fl 




MN 




VN 


Viet Nan 


GA 


Gates 











WO 95/05277 



' PCT/US94/04917 

TITLE OF THE INVENTION 



A THIN-WALL, SEAMLESS, POROUS POLYTETRAFLUOROETHYLENE TUBE 

FIELD OF THE INVENTION 

This invention relates to the field of porous expanded 
5 polytetrafluoroethylene materials of seamless, tubular form. 

BACKGROUND OF THE INVENTION 

Porous expanded polytetrafluoroethylene (hereinafter PTFE) 
materials are made as taught originally by U.S. Patents 3,953,566 and 
4,187,390 to Gore. These patents teach the manufacture of seamless, 

10 tubular forms of porous expanded PTFE by a process comprising 

extruding a preform of PTFE resin and a lubricant through a tubular 
extruder barrel having a male form aligned with the longitudinal axis 
of the tubular barrel, thereby creating a tubular extrudate, removing 
the lubricant from the tubular extrudate, expanding the tubular 

15 extrudate by stretching in a direction parallel to the longitudinal 
axis of the tubular extrudate at a temperature less than the 
crystalline melt point of PTFE, thereby forming a tube of porous 
expanded PTFE having a microstructure of nodes interconnected by. . 
fibrils. These porous expanded PTFE tubes have found application in 

20 the field of implantable vascular grafts. These are presently sold as 
GORE-TEX® Vascular Grafts (W. L. Gore & Associates, Inc., Flagstaff, 
AZ) and are in the form of tubes of porous expanded PTFE with an 
exterior reinforcement of a helical wrap of thin, porous expanded PTFE 
film to provide the grafts with increased hoop strength. 

25 Present commercially available' seamless tubes of porous expanded 

PTFE made by a process including extrusion typically have wall 
thicknesses of about 0.31 mm or greater. The present limitation on 
thinner walls is due to the extrusion and subsequent expansion process 
which is unable to produce these thinner walls with adequate 

30 concentricity and uniformity. 

It is speculated that thinner-walled seamless tubes would be 
useful in certain vascular graft applications wherein the tube may 
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serve as a replacement for segments of blood vessels. These include 
tubes of inside diameter less than about 2 mm. Thin-walled seamless 
tubes of even larger inside diameter may be useful as intraluminal 
vascular grafts and as coverings for intraluminal stents, both of 
5 which are used as luminal linings of body conduits. 



SUKNARY OF THE INVENTION 

The present invention 1s a seamless tube of porous PTFE having a 
wall thickness of less than about 0.20 mm, and a method of making the 
seamless tube. Porous PTFE is herein defined as PTFE containing void- 

10 spaces within the bulk volume of the porous PTFE shape, and having a 
bulk density of less than about 2.0 g/cc. Solid, non-porous PTFE has 
a bulk density of about 2.2 g/cc. The presence of void spaces may be 
identified by visually examining surfaces of the PTFE shape which may 
be surfaces of cross sections of the shape. This examination may 

15 require the aid of microscopy. 

By seamless tube Is meant a tube without any seam that extends 
from the exterior surface through to the luminal surface. Tubes 
formed by rolling a sheet into a tubular shape incorporate such seams 
and are therefore not considered to be seamless. Tubes of the present 

20 invention may, however, have additional, seamed layers added to either 
the exterior or luminal surfaces as long as no seam extends from the 
exterior surface through to the luminal surface. 

The method of making the seamless tube comprises selecting a 
precursor sheet of porous PTFE, clamping around the perimeter of the 

25 sheet to restrain the sheet and forming a portion of the sheet into a 
tubular shape by forcing a male form against the sheet thereby forcing 
a portion of the sheet Into a female form, wherein the longitudinal 
axes of the male form and female form are substantially perpendicular 
to the plane of the sheet. The formed tubular shape may then be cut 

30 free from the remaining flat portion of the sheet. 

The clamped sheet of porous PTFE is preferably heated prior to 
the forming step. Less force is required for forming with increasing 
application of heat. 
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It is also preferred that the precursor sheet of porous PTFE be 
of less than about 0.20 mm thickness. It is further preferred that 
the precursor sheet of porous PTFE has not been subjected to heat in 
excess of the crystalline melt temperature of PTFE. 
5 Preferred precursor sheet materials are sheets of porous expanded 

PTFE having a microstructure of nodes interconnected by fibrils, made 
as taught by U.S. Patents 3,953,566 and 4,187,390. It is still 
further preferred that the precursor sheet of porous expanded PTFE 
have a symmetrical microstructure of biaxially or multiaxially- 

10 oriented fibrils. These sheets having symmetrical microstructures can 
be expected to yield tubes of relatively uniform microstructure when 
formed by the method of the present invention. Sheets with 
symmetrical microstructures have fibrils oriented in at least two 
directions which are substantially perpendicular to each other and 

15 wherein the fibrils in the at least two directions are of 

approximately the same lengths. Microstructures having a substantial 
majority of fibrils oriented in only two directions that are 
substantially perpendicular to each other are considered to have 
biaxially-oriented fibrils. Another preferred symmetrical 

20 microstructure for the precursor sheet material has multiaxi ally- 
oriented fibrils, that is, fibrils oriented in virtually all 
directions within the plane of the sheet, the fibrils emanating from 
the nodes in all directions similar to the way spokes emanate from a 
wheel hub. The fibrils of these various directions should also be of 

25 approximately equal lengths. Porous expanded PTFE sheet materials 
having symmetrical microstructures are made by biaxial expansion 
processes taught by U.S. Patents 3,953,566; 4,187,390 and 4,482,516. 

Seamless tubes of the present invention may be provided with an 
exterior helical wrap of thin porous expanded PTFE film if a tube of 

30 increased hoop strength is desired. Additionally, seamless tubes of 
the present invention may be provided with rapid recovery properties 
as taught by U.S. P. 4,877,661 and 5,026,513. These patents are herein 
incorporated by reference. 
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BRIEF DESCRIPTION OF THE DRAWINGS 

Figure 1 describes a cross section of a clamping fixture incorporating 
male and female forms, useful for forming the tube of the present 
invention. 

5 Figure 2 describes a cross section of the clamping fixture of Figure 2 

as used during the forming process. 
Figure 3A is an enlarged schematic representation of a porous expanded 

PTFE precursor sheet material having a preferred symmetrical 

microstructure with biaxi ally-oriented fibrils. 
10 Figure 3B is an enlarged schematic representation of a porous expanded 

PTFE precursor sheet material having a preferred symmetrical 

microstructure with mul ti ax i ally-oriented fibrils. 
Figure 4 shows a scanning electron photomicrograph (X 2000 

magnification) of the microstructure of nodes interconnected by 
15 fibrils of a precursor sheet of porous expanded PTFE used to form 

a seamless tube of the present invention. 
Figure 5 shows a scanning electron photomicrograph (X 2000 

magnification) of the luminal surface of a tube of the present 

invention. 

20 DETAILED DESCRIPTION OF THE INVENTION 

Figure 1 describes a cross section of a fixture lfi useful for 
forming the seamless tube of the present invention. Clamping plates 
11 and 11 are clamped around the perimeter of a flat sheet Jl of 
porous expanded PTFE. Clamping plate H is provided with an access 

25 hole 17 to allow male form 22 to be forced against the flat sheet 15. 
The male form 22 may optionally be provided with a stop 22 to control 
the length of the formed seamless tube. Clamping plate 12 1s provided 
with a female form IS having an open end 21 opposite the access hole 
17 in plate U. The other end of the female form U adjacent to the 

30 flat sheet 2fi should be provided with a radlused entrance 2fl. Access 
hole 12 should be of substantially larger diameter than the male form 
23 in order to allow for enough material from flat sheet IS to be 
deformed into the desired tubular shape. For example, access hole V 
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may be more than three times the diameter of male form 22- Generally, 
the larger the access hole 17 and the larger the area of flat sheet 15 
within the clamped perimeter, the more material is available to be 
drawn into the tubular shape, thereby allowing for the longer tubular 
5 shapes to be formed. 

The inside diameter of the female form 12 should allow clearance 
for the thickness of the flat sheet 15 around the male form 23 during 
the forming process. Put another way, the Inside diameter of the 
female form IS should be equal to at least the sum of the diameter of 

10 the male form 21 and twice the thickness of the flat sheet 15. If too 
little clearance is provided, smearing of the inner or outer surfaces 
of the tube microstructure may occur, thereby substantially reducing 
the porosity of the resulting tube. Both the male form 21 and the 
female form 19 may be provided with slight amounts of taper to allow 

15 easier release of these components after the forming process is 

complete. These tapers are such that the open end 21 of female form 
19 and corresponding end of male form 22 are provided with the smaller 
diameter of the taper. The amount of taper may be quite small, for 
example, a diametrical end to end difference of 0.1 mm may be useful. 

20 Figure 2 describes a cross section of the forming fixture JO 

after completion of the forming step. A portion of the flat sheet 15 
has been formed between the male form 21 and female form IS to create 
the seamless, thin-wall tube portion 25. After the forming step is 
complete the male form 21 is removed and the clamping plates H and 13 

25 are separated, thereby releasing the flat sheet 15 and the seamless, 
thin-wall tube portion 25* The seamless, thin-wall tube portion 25 
may then be cut free from the remainder of the flat sheet 15 using a 
sharp blade to accomplish the cutting. Tip portion 22 may be retained 
with the seamless, thin-wall tube portion 25 if a blind tube is 

30 desired. Alternatively, if a tube with both ends open is desired, 
then the tip portion 21 may also be cut away. 

It is preferred that the flat sheet 15 be heated during the 
forming step. In order to accomplish this, the forming fixture 10 
should be secured into place In an oven operating at the desired 

35 temperature. After adequate heating, the forming force may be applied 
to the flat sheet 15 from outside of the oven chamber by the use of a 



WO 95/05277 1 PCT/US94/04917 

-6- 

male form 22 of length adequate to extend outside of the oven chamber 
through an opening provided in the oven wall. 

Figures 3A and 3B describe enlarged schematic representations of 
symmetrical microstructures of porous expanded PTFE precursor sheet 
5 materials that are the preferred precursor sheet materials for making 
the present invention. These symmetrical microstructures have nodes 
interconnected by fibrils wherein the fibrils are oriented In at least * 
two directions which are substantially perpendicular to each other. 
Figure 3A describes a symmetrical microstructure of nodes 31 and 

10 fibrils 23 and 25 wherein the fibrils 22 and 35 are biaxial ly-or1ented 
fibrils which are oriented in two different directions that are 
substantially perpendicular to each other. Those microstructures may 
contain some fibrils 2Z which are not oriented in the two different 
directions. Figure 3B describes another symmetrical microstructure 

15 wherein the fibrils 32 are multiaxi ally-oriented fibrils oriented in 
virtually all directions within the plane of the sheet material. 

Figure 4 shows a scanning electron photomicrograph of the 
microstructure of nodes interconnected by fibrils of a precursor sheet 
of porous expanded PTFE used to form a seamless tube of the present 

20 invention. This particular sheet 1s 0.1 mm thick GORE-TEX* Surgical 
Membrane (W. L. Gore and Associates, Inc., Flagstaff, AZ). This is a 
sheet material that has been subjected to heat in excess of the 
crystalline melt temperature of PTFE. It has a microstructure of 
multiaxially-oriented fibrils wherein the fibrils are oriented in 

25 virtually all directions within the plane of the sheet, the fibrils 
emanating radially outward from each node In the fashion of spokes 
emanating from the hub of a wheel. Precursor sheet materials having 
symmetrical microstructures are preferred 1n order to produce a tube 
of relatively uniform microstructure, 

30 Figure 5 describes a scanning electron photomicrograph (x2000 

magnification) of the luminal surface of a tube of the present 
invention that was made from the precursor sheet material described by 
Figure 4. The surface shown has a microstructure of nodes 
interconnected by fibrils wherein the fibrils are substantially 

35 . oriented in a direction parallel to the longitudinal axis of the tube 
and parallel to the direction of the applied forming force. The tube 
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had a relatively uniform wall thickness of about 0.07 mm, an inside 
diameter of about 8 mm, and a length of about 3 cm. 

This example tube was made by clamping a sheet of 0.1 mm thick 
GORE-TEX® Surgical Membrane into a fixture lfl similar to that 
5 described by Figures 1 and 2. This fixture had a 24 mm diameter 

access hole H and used a female form 12 of 9 mm inside diameter and 
2.6 cm length. The male form 22 was of 8.0 mm diameter and 150 cm 
length. This assembly was secured into place within a convection air 
oven set at about 300 *C so that the male form 22 extended through an 

10 opening in the oven wall. After 20 minutes heating time within the 
oven, about 2.5 kg force was applied to male form 22 at a rate of 
about 1 mm/sec. The fixture lfl ifj^ then removed from the oven and 
allowed to cool, after which it was disassembled to free the flat 
sheet 15 and seamless, thin-wall tube portion 25. The seamless, thin- 

15 wall tube portion 25 was cut free from the flat sheet 15 using a 
scalpel blade. The tip portion 22 of the seamless, thin-wall tube 
portion 25 was also cut off. The wall thickness of the resulting tube 
was measured by cutting lengthwise through a portion of the tube wall 
and measuring the tube wall thickness adjacent to the cut using a 

20 Mitutoyo snap gauge Model No. 2804-10 having a part no. 7300 frame. A 
sample of the tube wall was then cut away with a scalpel blade to be 
photographed for the scanning electron photomicrograph of Figure 5. 

While this example involved the use of a precursor sheet material 
that had been exposed to temperatures in excess of the crystalline 

25 melt temperature of PTFE, It Is preferred that porous PTFE sheet 

materials that have not been subjected to such temperatures be used as 
precursor materials 1n that they are more easily formed Into the 
desired shape. Tubes made from such sheet materials may be 
subsequently heated by physically restraining them 1n the direction of 

30 the longitudinal axis of the tube and then heating them above the 
crystalline melt temperature of PTFE. 

A second example was made from a porous expanded PTFE sheet 
material having biaxial ly-or1ented fibrils wherein most of the fibrils 
were substantially oriented 1n a single direction. This material also 

35 possessed shorter fibrils oriented In a direction substantially 

perpendicular to the longer fibrils of the first direction. The sheet 
material used was G0RE-TEX* Filtration Membrane, part no. 10382 NA (W. 
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L. Gore & Associates, Inc., Elkton, HD) . Two layers of this 0.05 mm 
thick membrane were stacked one above the other with a 0.013 mm thick, 
non-porous layer of fluorinated ethylene propylene (hereinafter FEP) 
between the two expanded PTFE layers. The two porous expanded PTFE 
5 layers were oriented 90* apart so that the longer fibrils of one layer 
were oriented in a direction substantially perpendicular to the longer 
fibrils of the second layer. The resulting three layer sandwich was 
clamped into the fixture described by Figure 1 and placed into an oven 
set at 315 W C with the flat sheet 15 oriented horizontally and the male 

10 form 21 oriented vertically and located above the flat sheet 1£. 
After 30 minutes, the sandwich was formed into a tube 1n the same 
fashion described for the previous example. Forming was accomplished' 
with a force of about 0.6 kg at a rate of about 2 mm/second. The force 
was applied simply by placing a weight on the male form 22 and stop 

15 22; the combined weight of the male form 22. stop 22 and weight was 

0.6 kg. The resulting tube was impermeable due to the presence of the 
non-porous FEP layer and was of about 3 cm length with a wall 
thickness of about 0.05 mm. 
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We Claim: 

I. An article comprising a seamless tube of porous 
polytetrafluoroethylene having a wall thickness of less than 
about 0.20 mm. 

5 2. An article according to claim 1 wherein the wall thickness is 
less than about 0.15 mm. 

3. An article according to claim 1 wherein the wall thickness is 
less than about 0.10 mm. 

4. An article according to claim 1 wherein the wall thickness is 
10 less than about 0.06 mm. 

5. An article according to claim 1 wherein the porous 
polytetrafluoroethylene is porous expanded 
polytetrafluoroethylene having a microstructure of nodes 
interconnected by fibrils. 

15 6. An article according to claim 2 wherein the porous 
polytetrafluoroethylene is porous expanded 
polytetrafluoroethylene having a microstructure of nodes 
interconnected by fibrils. 

7. An article according to claim 3 wherein the porous 
20 polytetrafluoroethylene is porous expanded 

polytetrafluoroethylene having a microstructure of nodes 
interconnected by fibrils. 

8. An article according to claim 4 wherein the porous 
polytetrafluoroethylene is porous expanded 

25 polytetrafluoroethylene having a microstructure of nodes 

interconnected by fibrils. 

9. An article according to claim 5 having an exterior, helical wrap 
of porous polytetrafluoroethylene film. 

10. An article according to claim 6 having an exterior, helical wrap 
30 of porous polytetrafluoroethylene film. 

II. An article according to claim 7 having an exterior, helical wrap 
of porous polytetrafluoroethylene film. 

12. An article according to claim 8 having an exterior, helical wrap 
of porous polytetrafluoroethylene film. 
35 13. An article according to claim 5, said article capable of being 
stretched and then rapidly recovering more than about 6 percent 
of its stretched length. 
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14. An article according to claim 6, said article capable of being 
stretched and then rapidly recovering more than about 6 percent 
of its stretched length. 

15. An article according to claim 7, said article capable of being 
5 stretched and then rapidly recovering more than about 6 percent 

of its stretched length. 

16. An article according to claim 8, said article capable of being 
stretched and then rapidly recovering more than about 6 percent 
of its stretched length. 

10 17. An article according to claim 5 wherein the tube has a layer of 
fluorinated ethylene propylene. 

18. An article according to claim 6 wherein the tube has a layer of 
fluorinated ethylene propylene. 

19. An article according to claim 7 wherein the tube has a layer of 
15 fluorinated ethylene propylene. 

20. An article according to claim 8 wherein the tube has a layer of 
fluorinated ethylene propylene. 

21. An article according to claim 1 wherein the tube has two ends and 
wherein said tube is open only at one end. 

1 wherein the article is an 

1 wherein the article is an 
1 wherein the article is a covering 
3 wherein the article is an 
3 wherein the article 1s an 
3 wherein the article is a covering 
5 wherein the article is an 
5 wherein the article is an 
5 wherein the article 1s a covering 



20 22. An article according to claim 
implantable vascular graft. 

23. An article according to claim 
intraluminal vascular graft. 

24. An article according to claim 
25 for an intraluminal stent. 

25. An article according to claim 
implantable vascular graft. 

26. An article according to claim 
Intraluminal vascular graft. 

30 27. An article according to claim 
for an intraluminal stent. 

28. An article according to claim 
implantable vascular graft. 

29. An article according to claim 
35 intraluminal vascular graft. 

30. An article according to claim 
for an intraluminal stent. 
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31. An article according to claim 9 wherein the article is an 
implantable vascular graft. 

32. An article according to claim 9 wherein the article is an 
intraluminal vascular graft. 

5 33. An article according to claim 9 wherein the article is a covering 
for an intraluminal stent. 
34. A method of making a seamless tube of porous 

polytetrafluoroethylene comprising selecting a sheet of porous 
polytetrafluoroethylene having a perimeter, clamping around the 

10 perimeter of the sheet to restrain the sheet, and forming a 

portion of the sheet Into a tubular shape by forcing a male form 
against the sheet thereby forcing a portion of the sheet into a 
female form, wherein longitudinal axes of the male form and 
female forms are substantially perpendicular to the sheet. 

15 35. A method according to claim 34 wherein the sheet of porous 
expanded polytetrafluoroethylene is heated to at least about 
290* C prior to forming a portion of the sheet Into a tubular 
shape. 

36. A method according to claim 34 wherein said sheet of porous 
20 polytetrafluoroethylene 1s a sheet of porous expanded 

polytetrafluoroethylene having a microstructure of nodes 
interconnected by fibrils. 

37. A method according to claim 34 wnerein said tube has a wall 
thickness of less than about 0.20 mm. 

25 38. A method according to claim 34 wherein said tube has a wall 
thickness of less than about 0.15 mm. 
39., A method according to claim 34 wherein said tube has a wall 

thickness of less than about 0.10 mm. 
40. A method according to claim 34 wherein said tube has a wall 
30 thickness of less than about 0.06 mm. 
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FIG. 3B 
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FIG.4 
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cited in search report 


date 


member(f) 


date 




UH lb /? 


JP-C- 


1394390 


11-08-87 






JP-A- 


53034868 


31-03-78 






JP-B- 


61054578 


22-11-86 






CA-A- 


1099463 


21-04-81 






DE-A.B.C 2740759 


30-03-78 






FR-A,B 


2364107 


07-04-78 






GB-A- 


1590275 


28-05-81 






US-A- 


4250138 


10-02-81 


UJ A TU33JOU 


72-11-77 

+1 ft 


BE-A- 


858177 


16-12-77 






CA-A- 


1099883 


28-04-81 






DE-A.C 


2737848 


09-03-78 






FR-A- 


2362713 


24-03-78 






GB-A- 


1560215 


30-01-80 






NL-A- 


7709294 


28-02-78 






SE-B- 


419065 


13-07-81 






SE-A- 


7709436 


27-02-78 



GB-A-2033234 21-05-80 



JP-C- 


1313018 


28- 


■04-86 


JP-A- 


55052754 


17- 


■04-80 


JP-B- 


60037733 


28- 


■08-85 


AU-B- 


525750 


25- 


■11-82 


AU-A- 


5169479 


17- 


■04-80 


BE-A- 


879354 


01- 


■02-80 


CA-A- 


1140704 


08- 


■02-83 


DE-A- 


2941280 


17- 


■04-80 


FR-A,B 


2438471 


09- 


■05-80 


NL-A- 


7907530 


15- 


■04-80 


SE-B- 


443289 


24- 


■02-86 


SE-A- 


7908448 


13-04-80 


US-A- 


4304010 


08- 


■12-81 



EP-A-0313263 26-04-89 



US-A- 


4877661 


31-10-89 


US-A- 


5308664 


03-05-94 


AU-A- 


2292288 


20-04-89 


DE-A- 


3879613 


29-04-93 


DE-T- 


3879613 


07-10-93 


GB-A- 


2211190 


28-06-89 


JP-A- 


2000645 


05-01-90 


US-A- 


5026513 


25-06-91 



Fonn PCT/UA/21Q (pataei ftmily «umx) (Juty 1993) 



